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[oooi] *mwte. th^^HGF*/t»thm^HGF^3— ^sme^sr^^firrs^ 

[ooo2] (DmmmMm^teBtm i-^v ^xm^mM^m&m^m^ *fc«r^ 
mmmm^m^x^Zo iztchzm<Dmmm^<D&^£<>xiEigmmz&>ifz> 

, ^SI^^i^^J^ii^H^- (basic fibroblast growth factor ;bFGF) x shL'hfo&M 
itmH^- (platelet-derived growth factor) . ^>^y>^ti^HT— I (insulin-like 
growth factor-l)^fcfehy>*'7*--^> / ?'i%M\B^-a (transforming growth 

factor- a ) (Dmm^^mm&mM\mmm<7)mm^mm-r^tf)m^fi'X\^ 

(##fF:£ifc4-6) 0 £<bfc, m^x.bFGF^J»m5»^^mi:UT#lJffl^t^TV^ 

[0003] — £\ ^SfFlfflJ}a(v:^-i-§JimiJeiiia^i:U-C^^$nfcHGF(hepatocyte 

growth factor ;JrT»if ^B^) }*#««W^*fU"Cm^^S^^bU?^{^»^m 
5^S^tfe^b-CV ^ (^#fF;«7- 10) 0 ^jf ^*5V ^HGF^ift&-^?V 

GF^^j#©^^|g^iJ^lc^M#1-^^^^^l^$^fc(##fF^:^ll-l 
3) 0 «HE#^ ^ib^^JtO^amHg^'J^Ji^^i-^HGFCD^fiJ^OV^ 

Tl&f^M;fcu m^^HGF^^i^^i:i-^iJ^^^^c^jta^^^J^Pi 
#fP^#-CV>6(^fF^l) 0 MiftC^V^HGF^ 
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&MM&f£mzm J *1rZ>Zb&3Cft£tlX^Z> 0 09*. tf, HGF&kt^c-Met/H 

K^^xmiGF^i^<Di^^Kx<>x^mmiGF(Di^m^y^y^ir^tm&<Dn 
^fa^m&tmmzfrmmfrmmi-z (##w;«i5) 0 

[0004] m— wi/y^vMyiz.^ ^x5m<DT*;mm&&iKm->x\ ^fcH&^HGF 
(#^#fp^:ifei5. i6), nGFZ&^tcm&frfrz^mmiGFtfm-^m^*^ 

VNT5i@COT5y^aS^tiLTV^thimm^.HGF^oV^|Em^^$tLT 
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##fP^Ci^l:Suh, D.Y., Hunt, T.K. and Spencer, E.M., "Insulin-like growth 
factor-I reverses the impairment of wound healing induced by corticosteroids in 
rats.", Endocrinology, 131, p.2399-2403(1992). 

##f*F:£ifc2:Albertson, S., Hummel, R.P., 3rd, Breeden, M. and Greenhalgh, D.G. 

, "PDGF and FGF reverse the healing impairment in protein-malnourished diabetic 
mice.", Surgery, 114, p.368-372; discussion p.372-363 (1993). 
##fP^Ci^3: Greenhalgh, D.G., Sprugel, K.H., Murray, M.J. and Ross, R., "PDGF 

and FGF stimulate wound healing in the genetically diabetic mouse.", The 
American Journal of Pathology, 136, p. 1235-1246 (1990). 

##fF^Ci^4:Tsuboi, R. and Rifkin, D.B., "Recombinant basic fibroblast growth 
factor stimulates wound healing in healing-impaired db/db mice.", Journal of 



WO 2005/023287 



3 



PCT/JP2004/012361 



Experimental Medicine, 172, p.245-251 (1990). 

#4#fF;£fifc5: Brown, R.L., Breeden, M.P. and Greenhalgh, D.G., "PDGF and 
TGF-alpha act synergistically to improve wound healing in the genetically diabetic 
mouse. ", Journal of Surgical Research, 56, p. 562-570 (1994). 
[0005] ##fp^Ci^6:Tsuboi, R., Shi, C.M., Sato, C., Cox, G.N. and Ogawa, H., " 

Co-administration of insulin-like growth factor (IGF)-I and IGF-binding protein- 1 
stimulates wound healing in animal models. ", Journal of Investigative Dermatology, 
104, p. 199-203 (1995). 

##ff 3tfifc7 : Nakamura, T., Nishizawa, T., Hagiya, M., Seki, T., Shimonishi, M., 
Sugimura, A., Tashiro, K. and Shimizu, S., "Molecular cloning and expression of 
human hepatocyte growth factor.", Nature, 342, p. 440-443 (1989). 
##tf;£Sfc8:Boros, P. and Miller, CM., "Hepatocyte growth factor: a 
multifunctional cytokine. ", Lancet, 345, p. 293-295 (1995). 
##f^ JC$k9 : Zarnegar, R. and Michalopoulos, G.K. , "The many faces of 
hepatocyte growth factor: from hepatopoiesis to hematopoiesis.", Journal of Cell 
Biology, 129, p. 1177-1 180 (1995). 

^#1^3tfifclO:Matsumoto, K. and Nakamura, T., "Hepatocyte growth factor: 
renotropic role and potential therapeutics for renal diseases.", Kidney International, 
59, p.2023-2038 (2001). 
[0006] ##fp^Cgfell:Matsumoto, K., Hashimoto, K., Yoshikawa, K. and Nakamura, T., " 
Marked stimulation of growth and motility of human keratinocytes by hepatocyte 
growth factor.", Experimental Cell Research, 196, p. 114-120 (1991). 
##f^^tS^12:Matsumoto, K., Tajima, H. and Nakamura, T., "Hepatocyte growth 
factor is a potent stimulator of human melanocyte DNA synthesis and growth.", 
Biochemical and Biophysical Research Communications, 176, p.45-51 (1991). 
##l^;£iikl3:Halaban, R., Rubin, J.S., Funasaka, Y., Cobb, M., Boulton, T., 
Faletto, D., Rosen, E., Chan, A., Yoko, K., White, W. and et al., "Met and 
hepatocyte growth factor/scatter factor signal transduction in normal melanocytes 



WO 2005/023287 



4 



PCT/JP2004/012361 



and melanoma cells. ", Oncogene, 7, p. 2195-2206 (1992). 
##fF^^14:Cowin, A.J., Kallincos, N., Hatzirodos, N., Robertson, J.G., 
Pickering, K.J., Couper, J. and Belford, D.A., "Hepatocyte growth factor and 
macrophage-stimulating protein are upregulated during excisional wound repair in 
rats/', Cell and Tissue Research, 306, p.239-250 (2001). 

##ff\£ikl5:Yoshida, S., Yamaguchi, Y., Itami, S., Yoshikawa, K., Tabata, Y., 
Matsumoto, K. and Nakamura, T., "Neutralization of hepatocyte growth factor leads 
to retarded cutaneous wound healing associated with decreased neovascularization 
and granulation tissue formation.", Journal of Investigative Dermatology, 120, 
p.335-343 (2003). 

##fF^Cifel6:Toyoda, M., Takayama, H., Horiguchi, N., Otsuka, T., Fukusato, 
T., Merlino, G., Takagi, H. and Mori, M., "Overexpression of hepatocyte growth 
factor/scatter factor promotes vascularization and granulation tissue formation in 
vivo.", FEBS Letters, 509, p.95-100 (2001). 

#^#W:SCifcl7:Seki, T., Ihara, I., Sugimura, A., Shimonishi, M., Nishizawa, T., 
Asami, O., Hagiya, M., Nakamura, T. and Shimizu, S., "Isolation and expression of 
cDNA for different forms of hepatocyte growth factor from human leukocyte.", 
Biochemical Biophysical Research Communications, 172, 321-327 (1990) 

[0007] *|&Wtt,«Jtofc^ 

o 

[ooo8] j&m%t>\*. HuiB^fF^c^i iztemomm t-ov ^x£biz.mnw9z&mtetd& 
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[0009] -Tttf&h . f*> 

(2) m-^v>^wM^Km^x5m(DT^ymmm^xm^x\^hm^u 

(4) m-^y>'^K^^^*5v^-c5^®oT5:/^as^^ibTv^^t^m^H 

GF^^v^-rtV^^-efc^HUlE (1) - (3) (DV^TtL^^^lS^com^ ; 

(a) m*m<Dm*mm K^m<DT*;mmm tt^-rz>?>^m. */c« 

[0010] 

(5) ^~wis7?vym^xc&\ ^x^m<or^mm^m!Km^x\ ^tHam^H 
GF^^~Ki-^s^^^^ri-^.^^^#m^i-§^«»«^^^^ffim^^. 

GF^-v^m^^m^^t^wmt^ikmm^i&mmm^. 

(7) jg— ^?;v\?My\z.#>\ ^xsm^r^m^m^xm^x^ ^thmMxH 
GF^-vi-^mm^^ir^t^wmtir^m^m^mmm^. 

(8) ig— ?v ^tf/WM^K#>\ ^xm<vT^;m%m&!Kmsc\< ^thm^^-H 

GF^-Kt-^it^^-^, ^(DV^-ftty6^DNA^^§Jt^^ t •-efe5^ BtlSE(5) — 
(7) <DV vf tiMzwdM<Dm.&%> ; 
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mm&*mu ^^GFmm:m^^>^n^-v^mmmn^h^^ 

[0011] £fc,«§Kte, 

do) fg— ^y ^?>x>\!M^\z.-&\ ^x5m<DTK;mmm&xmvx\ ^thmMx-n 
(id ?v ^y;vyMi/K&\ ^x5m<DT^smmm&xmvx\, ^hmm^n 

(12) ^-^y^/^Kp<-r^^c^v^-c5^®(DT^/^am^tibTv^§l;^m^x.H 

(a) mnmcDmpmm KmrnvT^mmmzm-rz^^n ; *fc« 

(b) gE^J3c<£ffi^J#^l^:}3V^ l^Mlfci@OT5:/®^^i^ gm*fc{i#*P$ 

(13) m—^v>y/WM>ic^x5m<DT^ym^m^xm^x^^bm^n 
(is) m-^y^/^K^>'^43v^T5^i(DT$y^as^^:tiUTv^?)t^m^^x.H 

(16) ^y^/VK^^t-^VN-CS'fiOT^y^aX^ttb-CV^thm^^H 
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GF^a- K-f-Site^J&S, ^V^-fHd^DNAd^J&Sit^-C*)*, BUlB(13) 

- (i 5) (d\ ^•rtiMz.wE.m^m 

(d)@H^J^^gH^J#^2(C|B^(OmSBa^J^Wi-6DNA^^<i:t>70%^±(?? 
A, 

[0012] *7h,^W«:, 

(17) &mmm*mmir%tcfr<DmMzmi£i-ttit><D, m-^r^^M^z. 

(19) ^j^it^^ffiiii-^c^oE^^i-^fc*^, m—fyisy/WM^te 

(20) m— ^v^/^M>K^^x5m(DT^ym^^xmvx\^hm^^ 

GF^#Ctf)V ^-rtV^^-efo^BUtE (1 7) - (19) ^tlfrKWM<DfeR ; 

(a) @a^iJ^OlB^J#^l^IE«<DT^y^iE^J^-r^^^-?^«;*fctt 

(b) BB?!l^OgB^I#-^l^*5V>T, i75MM<£>T5:/^#^^ em*fc«#*p$ 

(21) ^jt»0^^i-?.rcfe<D^^iiti-S7c*o. m-^y^/i-K^^ 

(22) !kwm^&femir%tzfr<Dmm&mmi-z>tz.ib<D s w,-~w-/?>vym^\c 



WO 2005/023287 



8 



PCT/JP2004/012361 



*3V ^X5m<DT$SWm&ifiX&LX\t ^thm^X.HGF^— Ki-S3&^©^ffl 

(23) nw^&*m&tttdib<Dum*m^%tdib(D^ m-fv^rwM^iz. 

(24) £-*y V^K^HVfcSSV >T5^<DT?/^S>6S^tftLTV ^fchJjfiifeX-H 
GF^^—K-r^a^^^ ^c^V^tV^^DNA^^^jie^-efc^. ffjfE(21) 
- (23) (DV ^T*l^f£§EiK<7){£ffl ; 

(a) nmm<Dm^m^2 Kmm,<Di&mmmfrbtez>r>NA ; 

(b) IB^J*<DgB^J#-^-2^*5V>T, I7^ifcj@<£>itt/^£c, mtetttemuiStl 

(c) iB^j*(Dga^j#-^-2 i^m^&mm&^i-znNAtmffittftj&mmmfrtb 

(d) BB^lJ^(DE^J#-^2^|B«O^S@B^J^i-§DNA^>^< ^70%JEA_h<D 
*B l^tt^L, ^^oHGF^Sr^-r^^^^^S^-K-r^SSB^J/S^^^DN 
A, 

[0013] £ib^>*3§Kte> 

(25) fg— ^yv^/VK^^^33V>-C5j@OT5y^aS^tiL--tV^tBS.^X.H 

GF^^ri-^ttsiij«M«#, 

GF^^i-6m^^,^ita»^^(0#ttI^p^i|XL5^i+M#J«^ 

(27) ^«m^^^<^#m^p^itKb5^it^ij^s#^ij«®^av ^ 
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[0014] *mwfe. ?v^?wM>\zm^x5m<DT$/mi%m&xmsX^z>Khm 

^mmmmr^^tm^hm.m^iiGF7!)^m^:mx^mmmmxmmx^ 
[ooi5] mimiAtemmm(3)fc&\,^xfam&t&&vfc*mi$L$:^-fo laiBiitw^ 

-kMTk&^m&^U rHGF(10/i g) jtl4tMl^X.HGFt4^to WT© 

[ooi6] ^mmxm^ ^hBMxMGFi^ mm^3xmi$frz>T*ymmm&m-$-z>Fi 

GFK$3\,^X, N^m^hl28— 206#@ K\iMr^^— /WM>-<D?ib5 

m<DT^;m^m&xw^x\ ^ 0 ^tib-ci ^m^r^/m^m-iMm^x^^ 

WObiV^U 2— 5* ffiiZ.fr fatLXff%EVX\,^Xh£\^K 5S$cUT#£L-tv^ 
JftWiiLW ^BJT*fflV^bhmmx.HGFi:LTf*, SB^J#-^lT^$^T$y 

m\\£tix\,^T^;mmmfrt>t£Z>^bi)W~$iis\<\ f^xh, m&m-sirix^tstiz 
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T5/^d^^, gm^fc^^P^tVTVN^T^y^IB^J^^^S^^^^W^^ HGF 

coon] *mwxm\ ^tm&xHGFt^x ^ m.^u^^&mm^m v ^x^m^ 
thti-h^mm^ti-r. HGF<D&mte7TVj—<D-mtvx±ftfo ^#&i-5t><z> 

L,Xfe&%a(DjjW;%:m^^XJ:<^ rBiochemical Biophysical Research 

Communications, 172, 321-327 (1990)j (##fF;£&fcl7) ^fS^tbTV^^r&dW 

;#£c^W<b*V5o iil:«t^Om^fcMliS^fflV^T^0^^t^m^X.HG 
F^mH-ffi^-r^^^ ^$^HGF^|g|ao±fB^#«fc1-pS«9, 

(D^imm, mzMyyv. ^/v^k -^^> ^ 

[0018] ^^fflv^;h^ma&;tHGFte. ^^s^^-e^^^s^o^fii^^ 
x\<^xh^\ 

/V* (-COOH) J)>Jj/V7$*i/U— h (-COO") , T^K (-CONH ) ^/cte^TVl' ( 

2 
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3-8 

6-12 

1-2 1-2 

mtuWC 77/^S ; fcV W/V^^^/Vgftif £S^tf <b*l<5o * 

7-14 

2-6 1-6 

^n^;v^ymi\^tt^(D^ T^;mmm±.<Dm&mmx.&. -oh. -sh, 

2-6 1-6 

Z>h(D&M^<. tiSG-rsmbl-Xfey^—^ tfyrh—x, -vlsS—a* N-Tir^- 

[0020] tcffl v ^hM\iYmmx.¥LGY\^mM^m\zm^fi^m.^m^x\ >-et> 
wmmx.it. m&t, 7ak^i, y^m. vw^i, 

:j^kt5>\ t'Vi?^, t°=iy>\ ;vr^y, ^^/—;vt^, i>y^/— 
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[0021] *mmx~m\<^tiz>KbmMxHGF&=*-~ K^sae^tb-cra, -Lx&L-ctfcth 
mmx.HGF^-K-r^it^T'fcn«#^PS^n^v ^ ( a > gE?y#^2-« 

i-fc^HGF^jcttt-i^sc^^ 

[0022] ga^J#^2^t>$ix54&SBa^l36^3&SDNAi:/M'^y^X-r«DNAfctt, 

A£@^bbfc:7^^-£fflV^^0. 7—1. 0M@^(D^^hy^A#^ET> 

fi^(lfffSIS«)SSC^ROj(ia^tt, 150mM *frffclW!7A % 15mM ^^gH*b 
y^Ai«9^)^fflVNT^65r@S^^#TT^/^-^^i-?)^{CJ;t9|^^ 

-e#5DNA^}f^>^^^-et5o 

Ji|E(DlB^J#^2T'^$tl^^iB^J^^^SDNA^N-r^y^Xi-^DNA^b 
TlfrWtii, BB^J##2^*>S;h^4ttE^J&fa70%JU-t. £f £L-<te&)80% 

yS.^rU^r^.y- — (Molecular Cloning, A laboratory Manual, Third 

Edition (J. Sambrook et al., Cold Spring Harbor Lab. Press, 2001 :WT\ ^U^c^y 

[0023] &mWX*m V >b*1/5fcHlfi*fc;tHGF£:=J— K^-SJt^tt, ^VADNA % y/AD 
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[0024] ^^-Cffl V >e>n5th3ia!fe^HGFS:=J— K^-S3fte^tt^<Z>^*fe^«t9#5^ 
t&'Ciz^ ^!jx.^Hifffi ^Biochemical Biophysical Research Communications, 172, 
321-327 (199O)j(*#^ittl7)t!:|B«$H-CV^5^'&4:fflV^^36S0*bV\ 

<DW&fe. PCR J $£&R<D*i-yK #!I?U^ Mutan™-super Express Km(^t@5t) „ 
Mutm™-K(Sig3t)3s<S:JBVvr % ODA-LA PCR&, gapped duplexSc, Kunkeljfe^ 

G) -^HflRl^JhaK^ (TAA> TGA^fcOTAG) i^Mi fc^DNAT^*— Srffl 
[0025] #»W<0fcHfi*;tHGF&=«-- Ki-«3t^tt, iWJffirt W*©£j£tfe5riS«>3 

"0&,fcV\ > wOj;5^^fe^f*, J. Kawakami et al., Pharm Tech Japan, Vol.8, 

p247(1992) ; Vol.8, p395(1992) ; S. T. Crooke et al. ed., Antisense Research and 
Applications, CRC Press (199Z)mtefcM£ntcjjmz£Z>Wffi&m? hf^>o 
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[0026] ^0^otbmm^HGF^3-Ki-s^^f*^J>fbi-S^^^o**fflv^J; 

[0027] ^rlSHim^^— tUT tt, ^»0ft3JW>^9^K (#k pCR4, pCR2. U PBR3 
22, pBR325, pUC12, pUC13) % ftfift^^^K (#k pUBllO, pTP5 
, pC194), HH3:**^9^K(W» PSH19, pSH15), X i*kZ(Ds*?Ty*- 

^ >7^~T!M/w^ /^^lvx^4;v^ i$v9x&<{A'^ ^/w^S^/i^ 

/VXt£l£<Dm. pAl-11, pXTl, pRc/CMV N pRc/RSV, pcDNAl/Neo&t* 
flSJBV^itSo tpXh, ?>I7K*/W£LC T*f/9LV&4A'* (AAV). Tf/VJfl' 
tK^^^/v-^., ^V^^^^T/V^ X ^^^/J^^lMA'^ W 

V4 -mur^tv^ IWXV'CA'^ sv40^£fflv>3-^W;£U/\ > 

r^vi^#!7-r/^ (aav) ttnT7sv4/>xm&m^%zb&£Qifr?iis\t\ rf 
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Kin vivo^A-TS^. &ffl£;h^»m^*— £bTttpCAGGS[Gene, 108, 
P193-200 (1991)], pBK-CMV, pcDNA3. U pZeoSVC-YVlfhn^Vth, ^h^v* 

[0028] flWB^ta*— *-£bTf2, »^<D3§^fflV^^JSb/c^#:/n^-* 

— -cs>*b«rv>d^5fc<o-ct)«tv\ wu*. ft^»£^£bT^5^te, sr 

a^P^-, SV40yn^-^- N LTR^n^E— v CMV/n^-^-, HS 

— , lac^P*— % recA^n^e— % X P ^o*— ^fctelppT"^— 
fc^j&S^bC Hf^^^^-^JR^-C&S^ttSPOl^^E— ^— , SP02 
^n^-^-*fc}4penP^n^-^-7fe^^W*L< , H^S^-C&S^tePH 

fci*as0*bv\, #^aAHWa-C*)5»frW:^ sKy^Kyv^o*— , PlO^n 

^— aw^bv n c 

^r-fe-h(MTx) mm > T^i/v^wmmte*. ^^^mm&^iG^s 
mm m^mifbMo m^dhtr^u^xm^^—^^^—mmcHo^m 

ftV^i&^ioTMtR-e^So i/^/HH^J^bTf*, Ig^^ai^ytTM 
^^fc5#^{*PhoA-^^BS^b<«OmpA-V^/VgB^lj5&if^ x ^^^ 

/^;^lft'fe5t^li a -T5?~ £ • ->^-?vHEmb< t»^y VJ' • 
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tr^x*^ ?mm, mm, m&mfa, ia, mwm^t^m^^hti^o ^ 

*.})\iTmW<?>M;fc&lbL,Xl-£, Escherichia coli K12-DH1 (Proc. Natl. Acad. Sci. 
USA, 60#, 160 (1968)). JM103 (Nucleic Acids Research, 9#, 309(1981)) , JA22 
1 (Journal of Molecular Biology, 120#, 517 (1978)) , HB101 [Journal of Molecular 
Biology, 41#, 459 (1969)] % C600 (Genetics, 39#, 440 (1954)) . DH5 a ( 
Inoue,H.,Nojima,H.and Okayama.H., Gene, 96, 23-28 (1990)) ^ DH10B(Proc. 
Natl. Acad. Sci. USA, 87^, 4645-4649 (1990))^#if t>thZ> 0 ^^VK*Jg0£L 
"CfiJU 0!Jx.(iBacillus subtilis MI114(Gene, 24^, 255 (1983\ Journal of 
Biochemistry, 95^, 87 (1984))^Wiyb5o \?7^^nbVXfe, fflx.\£ 
Bifidobacterium longunu Bifidobacterium bifidunu Bifidobacterium breve^^^ifh 

thZ> 0 %mMbVXfe, fflxMyVY'^y^Wk (Lactobacillus) „ ^b^b^y^^Mi 
Streptoccoccus) „ ^^^/P^biy^Mt (Leuconostoc) „ ^-^T^^T^y^l^M (Pediococcus 
)^&mf hflZ> 0 mmb\sXY&, #);l^Saccharomyces cerevisiae AH22, AH22R 
NA87-11A. DKD-5D, 20B-12 % Schizosaccharomyces pombe NCYC1913 
, NCYC2036, Pichia pastoris^^^ff htl%> 0 

[0031] m&mmtvxte, ^;v^Aci<iTv<Dm^w^m<D^i^^mit 

$BJlft (Spodoptera frugiperda cell;SfrM) % Trichoplusia ni<D< : Ffl§&3fcOMGl$BJ3& 
„ Trichoplusia ni<D0F&3fc(£>High Five™ #fflj§&, MamestrabrassicaeS &<DMffo$Lttl(5. 
Estigmena acrea&^M&^W btl% 0 W^^BmNPVWf ^li, St 
&tfcte&fflll&(Bombyx mori N;BmN^J3&)ft^^f £>;Jx5o mSfmMbL-Xfc, ffl 
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fcfif* Sf9$BJ3£(ATCC CRL1711), Sf21$BJ5&(.£JLL, Vaughn, J.L. et. al., In 
Vivo,13, P 213-217 (1977))J&£j&S/BV^j»t5o MiAtUXti, tfiRif, #^<D%h!h 
bMilftmb, Nature, 315, 592 (1985)) Q 

mmm^b\^x\^ m%.t£. iwmcos-7. vero, ^^^—x^j^^—m 

HO(^T> CHO(dhfr~)3tt»fBh -^^l£HJ§& x ^!*XAtT-20, ^^olu 

[0032] ^i/^VKTmW&l&Wfc&irZia-ts TProc. Natl. Acad. Sci. USA, 69, 

P 2110 (1972) J^rGene, 17, pl07 (1982) J^fEftO^fe^oTfr ?Z.b&X% 
Z> 0 s^/^M^^^W^Mr^te. TMolecular & General Genetics, 168 

^ ^!jK.^rMethods in Enzymology, 194^, pl82-187 (1991) J > TProc. Natl. Acad. 
Sci. USA, 75, P 1929 (\WS)\m\^U1&<D^mz.^Xft ! ?Z.bftX%Z> 0 SAM* 
rtfiSA^W^i-S^fi.^Jx.^rBio/Technology, 6, p47-55(1988) J^CgE 

M<vjTmz'ifcoxft?^btfx%z> 0 mmmmzi&mfcmirzia^ $mtmmx. 

^m8mm^J:^m^^b^—/^, p263-267(1995) (mmttmft)}, rvirology 
, 52m, p456(1973) j^(C|S^O^^oTtT5'^^-et5o 
[0033] ^<D<t5^bT#^nfc^Ktem^^*«-ii-i«9.^PJ^^^^^J^ 

mmmfc&mm-rzm. i^m^m^^mmbi.x^m^mmmmxm. * 

teb*&mfbti. mmmbvxi^ M*.t£T>*~vj>&m. mmmm. =->^ 
— -7-!)*—, ^h>, m^*^ ^fe^fcf^^w^a^m^ifoM 

m^by?j**tctemb^y*^vj*t£b*&mfbtbz 0 ^bK. mm^^ \??^y 

[0034] ^>^vtTm^&mm~fz>m<Dmmb\^x^ mx.&y^—xtexxfx^/m 
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Sr'^"tpM9i^ife (Miller, Journal of Experiments in Molecular Genetics, p431~433, 
Cold Spring Harbor Laboratory, New York ( 1972) ) j&5#*bV\> Z.Z.K&S&KH)'?* 

z>z.kbx-%z>o m^*mmx»hz>j&mm&fc&%m'rz>m, mmtvx^ mm* 

— /V^~(Burkholder)ft/jNit^&(Bostian, K. L. Proc. Natl. Acad. Sci. 
USA, 77, p4505 (1980)) ^0.5 %# if */|&5r£#i-3SDigife (Bitter, G. A. £» 
Proc. Natl. Acad. Sci. USA, 81, p5330(1984))^ip(f W5 0 i&Jfe<£>prm#)5— 

8^p^-r^o^w*uv\ m^nmn^}2ox:—35x:xm24—72mmn^^, & 
mz.mKxmm j $>m.w&ijaz.z>o 

[0035] ^^^g^^^fcf*S : *-T?fe^^®fem^^^«^>i#^^b-C«Grace's 
Insect Medium (Grace, T.C.C., Nature, 195, p788(l962)) KWmtVtclO%^ 

^mm<DmM^m^^tc.h(Dmm^h^om^pm^m6. 2-6. 4iz.m 

Iim5— 20%(D^J€4 i lfiL?S^tPMEMi^Jfi(Science, 122, p501 (1952)), DME 
Mi#i& (Virology, 8, p396 (1959)), RPMI 1640i#i&(The Journal of the American 
Medical Association, 199, p519(1967)), 1 9 9iM (Proceeding of the Society for 
the Biological Medicine, 73, pi (1950))^fflV^tv6 o pH}2$}6— 8X&Z><D&ift 
*U/\, i^#{*il^30^C-40 o CT^15-60^rafTV\ ^Kft^Xm^U 

[0036] ^M&Wfcfc^-Cf*, ^Kfc^^^^B^otBl^HGF^— Ki-^it^^-* 

-^F fc 3^$-^fc^S"efflv>-c^j;v\ $>xh. vtfy— A*fcf*w^n^y-fe/Kc^ 
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[0037] ^x\v^y-^bi^m^m^m^mnr.mmxx^tcmm^^xh<o, 

&mf bins. *fc. ^^^n-^^^p-r^-^T^^o y#y— 
^j(D75-fe^^oT$S3g-rsri:^x^s 0 ytfy--Mcte, Big^ytfy-A, hvj- 

J^g^^y^y— -MKaneda. Y et al., Biol. Chem, 264, pl2126-12129 (1989), Kato. 
K et al., Biol. Chem, 266, p3361~3364 (1991), Tomita. N et al., Biochem. Biophys. 
Res., 186, pl29-134 (1992), Tomota. N et al., Cric. Res., 73, p898~905 (1993)), 
m^^&Vtfy— ^ (#^2000-510151^-<&#, #^2000-516630-*§-<&#) 

<b*vrv ^ 0 fswtfr* (hvj) bM&£ttHvj-mM&jtfy—j**m v 

[oo38] #mm<Dfcmmm^P5mmm, ^m^mmis^mwm^mM (wr, 
^h*nm^x^mm<DmM\t\^) ra, ±^x^ti^mm(D\insM^HGF 
^tcn^m<D\ihm^HGF%:^-h^^m^^^^t^x^ 0 ^mm 
(DMMbL,xfe, (a)^0^othm^HGF^-K-r?>5t^^-r^m^ 

)^BJOfchm^^HGF^~Ki-6a^*fcf«^PJOl:hmmx.HGF^- 

Ki-^A^T-^i-^iii^^^-^tfy^y-A^^^yn^^-fe/v^^ 
[0039] ^Bj<D^j«, ±M^j&$t*mm^mmftftmxm^hfrx\^mmm 
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mm. sti, mmm. v-t^m. xry—/i>m, *sw?n* umm, tm$m 
tt&tfflfcvftmTbin** mumm.. m*.tm&m* -e^sm&m. mm 

^m&xhoxxw 
[oo4o] ±.i£<D£?tmmmm*. **bg w-nn^^mxm^t^mm^mz.^ 

mm. mmm. Rmfcm&tfctmwmz&w&mmmbvxm^ 
^t^x^ 0 mj&MtLrXte, wx.mm. &mhv<te7yvmm<vmm. ^ 

t£k*<D±*vi—xmmfcs ^v^/^°tiv^j:k*(D^mM^it^mmwifh 

o 

[oo4i] ttmnmMifimiammrirrzw&tt. mm&mm, 

, mmwiMft. y-^rm. tivkmm, mmmmm. nmm&m. v*$>m. ± 

to^m£&zzkK£Q*mw<Dmm*wmi-zzk&x%z 0 
[0042] *&m<omm&msm<nmm*mirz>w&\^ 7km\mm*t£te&*mvmm 
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[0043] *m£<Dmm^mM<Dmte&#'rz>m&, m^wr^. mm^?^, ^y 
[oo44] *mw<Dmm&5 l ^m<DMM*m-rz>m&. * ic^vwb^j 

[0045] ^BJ(O^Jd^y-^JO^J^^Wi-5#^, ^J^«i^Mft&^^^«( 

±mm%i)$.ft, &£TfffimK£V)^ mumum. mmm. m&mm^tim^ 
x%z> 0 
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[0046] *&m<omw&ftmfcffl<nMJ&&*rtz>m&. &mz. ±sb#$jj&£\ *5&xm 

^-r% tvmmmtvxtt., &a, s*. ka, m?, mm. m 

£is, jfes*fe^iMc^ffltc^5«fl^j^rf fens. 

[0047] ^0jO^ffl^J^MmPfttt^J^#(-fflVN§^^^J;^3iTyW^J^M}t«r 
N WmttgMU*. CO ft^n^tf^S&aptf Sit^T*t5 

2 2 

[0048] Wom^J^ov vcte, B P Jft^-, #S P S^*;fcttMj^i£-£fcif«* 

-r^in vivo&, *fet4K^$tl^tb^>fe^a^lia*^^»)ffibT^K*B 
fl&tcthm&fcHGF&a— K^53te^&#AU *<0^i(MB|feWlfilSrfrrtH:j|-t" 
ex vivoSfcj&SfcS ( 0 fe^^i^, 4^ 20-45 (1994) , ^ H^*, 36, 23-48 ( 
1994), nmm.^mVL 12, 15(1994)) 0 ^^fe^V^, #3BSI30>fcHI& 
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NAZ'fflR&ftKMATZJffe^CWu et al.J. Biol. Chem. 267, 963-967(1992), Wu 
et al.J. Biol. Chem. 263, 14621-14624, (1988), Proc. Natl. Acad. Sci., USA, 88, 

2726-2730 (i99i)) /^{f bti& 0 •g.tc.vtfy— J^m^m\^m^\ai. vtfy—j»W:, 
[oo49] tat, *mw<vBLmmmmmm. ikmm^mm^^m^m^mm^m 

LTte, Mx-ti. /^Kn=3n^KHV^>^WC^!l. 7 s ^3rT?<r4Zf (Convatec) , 
3is7-f- /Kany^b), TJfy—^OM), TZ?y*c~T (BMt^X/l')^ 
VKl/^^^W, T/l^Vgfcjfc^yi'^tfCfcl. (Convatec), y— 

Y^y^-y^^Wi. U^})/<—J±(Yn%), v^/V (Johnson & Johnson),^ 

Vh^lMh (Smith & Nephew) , ^—^/V (Convatec) , TlMh ( 0 ^i/ 
y^yf^^tfyvuf^h^y^ytfm. T^-A(3M), ^iMh^KtS 
mith & Nephew) , IV3000 (Smith & Nepnew) , /*4Hr9ftr— i/zf (Johnso 
n & Johnson)], /^Kn^y-r— HV^V^^t (Johnson & J 
ohnson)], ^N^Kn^r^^^K^^V^^fc^y^lx^^^-— AC^tJ. /^K 
n^-TKSmith & Nephew) 3 ^^Klx^^^^W^^^tf W5 0 
W5/^>-^#}*l^L<^2^_h^m^^:TfflV^^^T^^ 0 KWi/>^ 
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[0050] *mw<Dftmm%&Mmmm&mtfk^mmirzj&Mbvxi^mmmmmwi 

[0051] mMmmmm\z.*&w<Dftmm^misttm&, mmmmmmm&m 
lv\ rota-, thmmx.HGFfi, m.iuum<D^mmm^mmtvxo. oisca% 

^ilXKhm&XHGF<Dl&m^/l'&mfrZ^btfX%% 0 £fc, ^BJCO^ffl^J^ 

[0052] ^pjo^jo^a^i^^-^f^^Pfi^^tvi 31 , mm-f^mm<vm 

GFtVXm 250— 1000 » g/Kg/ 0 , 0£L<te^3OO— 800 ju g/Kg/ 0 x # 
^#?£L<te, $J300— 550 g/Kg/ 0 Xfo<9, tBJl&X.HGF£=i— K1"5»fc 
T-^bT^JO. 2-40, 000 n g/Kg/ 0 , #mXte&l2~~2, 000 n g/Kg/ 0 "C 

&% 0 ftmMte£tz.£%mj$r&$-<Dm&, m^^^mnmo. ooi-3o mg 

ig, m £L<te$)0. 01-3mga^-efc§ o 

[0053] »iK<£>m3<Jte, ifcWff^ii^J*fc«^i^Jt^«^bT^ffi-r^r^^-e 
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[0054] sat^ mnmm*^x*ftm*McWmzMm-rz>i)\ *mMtez.tLbwm 

(1) m <DKhm&XMGF<DftM 

TSeki, T., Ihara, L, Sugimura, A., Shimonishi, M., Nishizawa, T., Asami, O., 
Hagiya, M., Nakamura, T. and Shimizu, S., "Isolation and expression of cDNA for 
different forms of hepatocyte growth factor from human leukocyte.", Biochemical 
Biophysical Research Communications, 172, 321-327 (1990)j (CfBttC^&i^o 

[oo55] (2) &mm^^<Dfcj&btnm^HGF<Dmm& j * 

ffiW:1?3& @ (C57BL/KsJ-db/db, 10MSt}<DjB£) <£r|£|fc 

(BIOCLUSIVE, Johnson & Johnson MEDICAL) ^TtMSB^ofdo 

xmmn&ftotc 0 £o 0 a^u-r, 27^-^cD&&r£f£^LT^a^j-^ 

i&Tfc (25 az 1) ^^x/WlM&M^yii 0 tS^L-fCo thmmxLHGFOS^*« 

io /x b -e$>5 0 ^v^mm^frftfm.. 7 0 g , 14 0 @ . 21 0 p # 

[0056] (3)m^#^«?*f^e>t^^lfiLWff^«?«f 

3%aBB&te*&^t?PBSfcT30#|!fl&3Ufco ^i^,Hr££i;CD31/PEC 
AM-lfet#:(Phar Mingen%fc<D^#£50^^b;fct>O) f:TC^&t£T2B#|fg^ 
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[0057] {4)famm<»M%x 

[0058] (5)a«§PO^^(^)^(D^ 

fc^, CCD^^^-C^^tV— ^-^^9^^-. NIHIIj^flfffl V7VV^T—% 

[0059] ±.mmm<Dffi%k$:£lTK^ir 0 

. 0/mm 2 Xhofz.<7)fcttlsX^ 10 v g/m^/ B&Kbm&Z.HGF&^Z.X'oXsk 
1f^^«59. 6 ±4. 5/mm 2 ^J£it^ttfc(gllB)o LfctfSoT. fchm&X-HGFte: 

[0060] (*£jP:-2) KhmWk7tHGFiz£z>$iman<Dm3iiB:m 

mmm<Dm^nir%Khmm^HGF<D®&%M'<tim2A) 0 mmm^m 



WO 2005/023287 



27 



PCT/JP2004/012361 



^m)^^^X\-XmmSM(Dmm^l. 30±0. 15mia XhotKDKM^X^ tMl 

&KHGFte®mmftmzm#m.m<7>mm%iR:&u 10 ^ s /mm/ 0 <£>thm& 

^I^m^li^^ii-r^i:mfebn7c: (I32B) o 
[0061] (^m-3) thmm^HGF^ J;^»^gPCO|fl^ (?6«D ^ffiii 

&mmmm^vm.mxMGF(io n z/mm/ 0 ) 0 5 p nat^u^o ^e<D^ 

atjgn!^(f&!6^)* s 4i. i±6. rtt^b-c. ion&/mm/^ 
<DKhm&ZttGF&^K£<>xmmfflMmmmm)&85. o±4. o%^ii$^c 

*fb-C, 10 /z g/»^/ 0 cDfchm&X.HGFi£-$4£ £o"C14 0 SC&V ^t^© 
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m^mm 

[i] m~ zy-/#>vYM>\£&\i ^-c5j@<DT^/^as^^b-cv ^thm&;tHGF 
[3] m-^y i/tf;WM^\z.#i\, ^x5m<DT^;mi%m&xm^x\< ^tbm&xMGF 

[5] W,-Wl/>f>VYM>\Z.$o\ ^X5m<DT*yWtmm&frmLX\,^KhM&:X-ttGF 

ig-^yv^K^r^c&v ^x5m<DT*ymmm&$:&L,x\, ^thm&;tHGF 
[7] ig— ?v ^sf;vYM^\c5o\ ^x5m<DT^;mmm&xmL<x\, ^tbm&xHGF 

(a) ia^lJ*^ia^J#-^2 ^fBlK<D:fiSBB^<b&5DNA ; 

(b) ga^<DBE^J#-^2t;i:^-C 17d^mi@co^S^^^ N g^fc(*#*n$tv 
fcifeSBB^J^TU T^OHGF^|4£W-r5*>v^SC£:3— K-T5DNA; 

(c) ga?iJ«^@H^J#-^2 {C|E«(Z)^IB^J?r^-r§DNA^+BM^^itSia^Jd^ 
^^DNA^hy^^^h^^#T-CvN^y^XU. ^OHGF^Sr^-TS^ 
^^^K^-Ki-?)^S@B^Jd^^^DNA;*fc« 

(d) SB^J*<DBB^J#^2^fB«(^^gB^J^i-^DNA^^<^70%^_hO 
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A 0 

^x5m<7>T^;wmm&xmL-x\, ^thmi&^HGF 
m—?v>-y^h*M>K&\, ^x5m<DTs./mm&&xmL,x\ ^thmtexHGF 

%—?ts>?>wm^xc$o\ ^x5m(Dr^/mmm^mvx^ ^thmi&x-HGF 
( C ) mmm<Dmpm^2 icmm^mmmm^^^Atm^m^mmmm^h 
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Ao 

[20] %-ws>f;vyMi'\z.$o\ ^x5m<DT^ymmm&%.m\^x\, ^thm&^HGF 

thtz.T^ymmm&mu ^ohgf^mi-s^^iCo 

[22] skmm&&i&mirttfr<Dmm*§mi-tt£><D. ^—^t^^ym^k^ 
x5m<nT^;m^mtfxmvx\,^KmmKKGF%^-yir%mm*<D&mo 

[23] m#m±%i&m^%tc&<DmM&wgi-tt#><D. m-^y^/w^Mv^*^ 
x5m<DT^;m^m&xmL,x\,^Knmx-FLGF&=i~ K-rsit^^jio 

[24] (24) m-^y^/^K^>'^*5V^T5^@(DT$y^a»^^tib■rV^6t:^m^H 

— 23<£>V vf tuH-ieitolM ; 

(a) IE^J^<Dia^lJ#-^2 ^fB^^IB^ib&SDNA ; 

(bmmm(Dm^m^2iz^x^ lib^mm^m^x^ m^ta-ima^ti 
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[26] m— ?v ^-ytvYM^z.^ ^x^m(^r^/^m.^xm^x\ ^yu&z-kgf 

[27] ^mmm^^h(Dmmm^AH^^mmM\m^mux$mm^m^\ tuss 
&mmmw^mmmmyK^^-^T^/vvM>'\z.^xm(DT^/m 

mtfkMMm<Dmim<^k*¥?mtirzfemmm<Dmmjjmo 
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